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Commissioner for Patents 
P.O. Box 1450 

Alexandria, Virginia 223 13-1 450 
Dear Sir: 

In response to the May 7, 2002, office action and the December 4, 2002, 
advisory action, applicants respectfully request reconsideration of the above application. 

The rejection of claims 1 and 22-24 under 35 U.S.C. § 1 12 (1 st para.) for lack 
of written description is respectfully traversed. 

It is the position of the U.S. Patent and Trademark Office ("PTO") that the 
specification fails to provide an adequate written description of combinations of membrane- 
disrupting reagents and stimuli other than the one combination of photosensitizing 
compounds plus light stimulation. The PTO also asserts that the single disclosed species is 
not representative of the number of species encompassed by the genus. Applicant 
respectfully disagrees. 

First, applicants submit that the disclosure of the present invention is more 
than sufficient to demonstrate that they had possession of the claimed invention. The 
"membrane-disrupting reagent" of the claimed invention is defined as a reagent that induces a 
membrane-denaturing reaction when the membrane is exposed to a stimulus, and includes, as 
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described on page 9, lines 16-27, enzymes, antibody molecules, membrane bound proteins, 
glycoproteins, lipids, photosensitizers, oxidants, reductants, explosive compounds, magnetic 
particulates, metal particles, etc. In addition, the "stimulus" of the claimed invention is 
restricted to those that induce the membrane-denaturing reaction of the membrane-disrupting 
reagent selected and includes electromagnetic waves, particle rays, heat, cooling, electricity, 
magnetism, oscillations, physical contact, chemical substances, cells, and viruses, as 
described on page 9, lines 6-15. Moreover, page 4, line 35 - page 7, line 18, page 10, lines 7- 
22 and 31-35, page 12, lines 15-24, and page 25, line 19- page 33, line 24 of the present 
application disclose using a combination of a photo sensitizer and light to disrupt a membrane 
temporarily and partially only at the contact site. 

Furthermore, as indicated in the accompanying Declaration of Takashi Saitoh 
Under 37 C.F.R. § 1.132 ("Saitoh Declaration 55 ), site-specific regulated membrane 
penetration can also be performed with other combinations of membrane-disrupting reagents 
and stimuli besides the photosensitizer-light combination. Thus, a cell can be contacted with 
a capillary containing a sono sensitizer as the membrane-disrupting reagent and stimulated by 
sonication with a piezoelectric immersion transducer (Saitoh Declaration fflf 3-7). Out of a 
total of 24 cells tested, the number of cells that were penetrated increased from 0 cell to 7 or 8 
cells (excluding the cells that were penetrated due to mechanical shock) by applying a 
sonosensitizer, showing that site-specific regulated membrane penetration can be performed 
with a combination of a sonosensitizer and sonication (Saitoh Declaration ^ 8). Therefore, 
applicants submit that the presently claimed genus of using a combination of membrane- 
disrupting reagent and a stimulus is adequately represented by the species taught and 
described in the present application and the accompanying Saitoh Declaration. 

Accordingly, the rejection of claims 1 and 22-24 under 35 U.S.C. § 1 12 (1 st 
para.) for lack of written description is improper and should be withdrawn. 
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In view of all the foregoing, it is submitted that this case is in condition for 
allowance and such allowance is earnestly solicited. 

Respectfully submitted, 
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